Concordance for clonal hematopoiesis is limited in elderly twins.
While acquisition of leukemia-associated somatic mutations by one or more hematopoietic stem cells (HSCs) is inevitable with advancing age, its consequences are highly variable, ranging from clinically silent clonal hematopoiesis (CH) to leukemic progression. To investigate the influence of heritable factors on CH, we performed deep targeted sequencing of blood DNA from 52 monozygotic (MZ) and 27 dizygotic (DZ) twin pairs (aged 70-99 years). Using this highly sensitive approach, we identified CH (Variant Allele Fraction (VAF) {greater than or equal to}0.5%) in 62% of individuals. We did not observe higher concordance for CH within MZ twin pairs as compared to that within DZ twin pairs, or to that expected by However, we did identify two MZ pairs in which both twins harbored identical rare somatic mutations, suggesting a shared cell of Finally, in three MZ twin pairs harboring mutations in the same driver genes, serial blood samples taken 4-5 years apart showed substantial twin-to-twin variability in clonal trajectories. Our findings propose that the inherited genome does not exert a dominant influence on the behavior of adult CH and provide evidence that CH mutations maybe acquired in utero.